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Amendments to the Claims : 

1 2. (Currently Amended) A method of treating a sub ject for a cancer characterized by 
overexpression of the HER2 receptor protein in o subj e&t, said method comprising concurrent 
therapy with an auri-HER2 antibody or fragment thereof and interIeukin-2 (TL-2) or biologically 
active variant thereof, wherein said concurrent therapy comprises administering to said subject at 
least one therapeutically effective dose of said IL-2 or variant thereof in combination with a 
dosing regimen for said anti-HER2 antibody or fragment thereof, wherein said dosing regimen 
for said anti-HER2 antibody or fragment thereof comprises admimstering to said subject at least 
one therapeutically effective dose of said unti-HER2 antibody or fragment thereof, wherein said 
therapeutically effective doae of said anti-HER2 antibody or fragment thereof is in the range 
from about 1 .0 mg/kg to about 10,0 mg/kg and wherein said therapeutically effective dose of 
saitLlL-2 or variant thereof is in the range from about 0.5 mIU/m 3 MTU/m 2 to about 4.0 mlWm* 
MIU/m 2 ; wherein said variant of said TL-2 has at least 70% sequence identity, with said TL-2 as 
ca lculated using the ALIGN program with a PAM 120 weigh t residue table, a gap length penalty 
of 12, and a gap penalty of 4, and wherein sgid fragment of said anti-HER2 antibody retains the 
ability of said anti~HER2 antibody to bind the HER2 receptor protein . 

1 3. (Currently Amended) The method of claim 12, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 2.0 
mg/kg to about 9,0 mg/kg and wherein said therapeutically effective dose of said TL-2 or variant 
thereof is in the range from about 0.6 mttJAn* MTU/m 2 to about 3.0 mIU/m 3 MIU/m 2 . 

1 4. (Currently Amended) The method of claim 13, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 3.0 
mg/kg to about S.O mg/kg and wherein said therapeutically effective dose of said IL-2 or variant 
thereof is in the range from about 0.8 n*m/m 3 MUJ/m 2 to about 1 .5 mlU/m 2 MTU/m 2 - 
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1 5. (Currently Amended) The method of claim 14, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is about 4^ng/m a 4.0 mg/Kg and 
wherein said therapeutically effective d'ose of said 1L-2 or variant thereof is about 1 .0 mlUtm* 
MlU/m 2 . 

1 6. (Cuirently Amended) A method of treating a subject for a cancer characterized 
by overexpression of the HER2 receiptor protein i naoubjoct , said method comprising concurrent 
therapy with an anti-HER2 antibody or fragment thereof and interleukin-2 (IL-2) or biologically 
active variant thereof, wherein said concurrent therapy comprises a first administration of a 
therapeutically effective dose of sajdJL-2 or variant thereof on day 1 of a treatment period 
followed by a first administration of a therapeutically effective dose of said anti~HER2 antibody 
or fragment thereof within 6 days of said first administration of said therapeutically effective 
dose of said T L-2 or variant thereof to said subject, wherein said therapeutically effective dose of 
said anti-HER2 antibody or fragment thereof is in the range from about 1.0 mg/kg to about 10.0 
mg/kg and wherein said therapeutically effective dose of said T L-2 or variant thereof is in the 
range from about 0.5 m lU/m a MTU/m 3 to about 4.0 mftJ/m* MlU/m 2 : wherein s^iJ variant of 

* said 1L-2 hag at least 70% sequence identity with said TL-2 as calculated using the ALIGN 
program with aPAM 120 wcipht residue table, a gap length penalty of J 2. an cj a gap penalty of 
4, and wherein said-fragment of said anU~HER2 antibody retains the ability of said anti-HBR2 
antibod y to bind the HER2 receptor protein . 

17. (Currently Amended) A method of treating a subject for a cancer characterized 
by overexpression of the HER2 receptor protcin-to-fr-outy'set, said method comprising concurrent 
therapy with an anti-HER2 antibody or fragment fliereof and interleukin-2 (TL-2) or biologically 
active variant thereof, wherein said concurrent therapy comprises multiple dosing of a 
therapeutically effective dose of said anii-HER2 antibody or fragment thereof and a 
therapeutically effective close of said TL-2 or variant thereof, wherein said therapeutically 
effective dose of said ani1-HBR2 antibody or fragment thereof is in the range from about 1.0 
mg/kg to about 1 0.0 mg/kg and wherein said therapeutical ly effective dose of said 1L-2 or variant 
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thereof is in the range from about 0,5 mTU/m a MIU/itt to about 4.0 mlU/m 5 MTU/m 2 ; wherein 
said variant of said IL-2 has at least 70% sequence identity with said IL -2 as calculated using the 
ALIGN program with a PAM 1 20 weight residue table, a gap length penalty ofl 2, and a gap 
penally of 4, and wherein said fragment of said anti-HER2 antib ody retains the abilitvofsaid 
anti-HBR2 antibody to bind the HBR2 receptor protein , 

1 8. (Currently Amended) The method of claim 1 7, wherein said multiple dosing 
comprises administering to said subject said therapeutically effective dose of said IL-2 or variant 
thereof and said therapeutically effective dose of sakj anti-HER2 antibody or fragment thereof 
during an introductory cycle, wherein said introductory cycle comprises daily administration of 
said therapeutically effective dose of said IL-2 or variant thereoTon day I of said introductory 
cycle through day 20 ofsaid introductory cycle, and a single administration of said 
therapeutically effective dose of said anti-H£R2 untibody or fragment thereof on day 7 of said 
introductory cycle. 

1 9. (Currently Amended) The method of claim 18, further comprising administering 
said therapeutically effective dose of said I L-2 or variant IhereoTand said therapeutically 
effective dose of said anti-IlER2 antibody or fragment thereof during at least one subsequent 
cycle, wherein said subsequent cycle comprises daily administration of said therapeutically 
effective dose of said IL-2 or variant theveof on day 1 ofsaid subsequent cycle through day t4 of 
said subsequent cycle, and administration ofsaid therapeutically effective dose of said anti- 
HER2 antibody or fragment thereof on day I ofsaid subsequent cycle. 

20. (Currently Amended) The method of claim 18, further comprising intermediate- 
dose J L-2 pulsing on days 8-10 ofsaid introductory cycle, wherein said pulsing comprises 
administering in place ofsaid therapeutically effective dose of said. IL-2 or variant thereof an 
intermediate dose of o p l mrmao e i rifeal^& mpoflit iQn^ampri^n ^said IL-2 or variant thereof, 
wherein said intermediate dose oomprisaa is_about 12.0 mlU/nr MIU/pi" 11^2-or-variant-thereaf. 

RTAO I /2|56033y I 
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2t . (Currently Amended) The method of claim 1 9, further comprising intermediate- 
dose TL-2 pulsing on days 1 -3 of said subsequent cycle, wherein said pulsing comprises 
administering in pluce of said therapeutically effective dose of said IL-2 or variant thereof an 
intermediate dose of a-phfirm oooi i tioa] POT ^emtiof^ampriflHiggaid IL-2 or variant thereof, 
wherein said intermediate dose compri se s i a_about 1 2.0 m-J-UW* MTU/m 2 Ib - 2 or va rifrnHhefea£ 

22. (Previously presented) The method of claim 12, wherein said TL-2 or variant 
thereof is administered spontaneously, 

23. (Previously presented) The method of claim 12, wherein said anti-HER2 
antibody comprises at least one human constant region. 

24. (Currently amended) The method of claim 1 2, wherein said anti-IJER2 antibody 
is selected from the group consisting of 4 D5 and 520CQ. or rmgm efti-#tef6fr fa humanized anti- 
HER2 antibody, a chimeric anti-HER2 antibody, or a human anti-HER2 antibody, and said 
frapment thereof retains the ability of said humanized, chimeric, or human anti-HER antibody to 
hind the HER2 receptor protein . 

25. (Currently Amended) The method of claim 3412. wherein said anli-HER2 
antibody is 4 D5 or a humanized, chimeric, or human form iteFeaf of a murine antibody selected 
from the cro up consisting of 4DS and 520C9 . 

26. (Currently Amended) The method of claim 12, wherein said therapeutically 
effective dose of said IL-2 or variant thereof is administered as a pharmaceutical composition 
selected from the group consisting of a otabtfed-monomeric IL-2 pharmaceutical composition, a 
multimeric pharmaceutical IL-2 composition, a etabffeed-lyophilized TL-2 pharmaceutical 
composition, and a atabilizod spray-dried IL-2 pharmaceutical composition. 
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27. (Currently Amended) The method of claim 26, wherein said TL-2 or variant 
thereof is recombinantly produced-E L - 2 having an amino aoid fl eqtteaoe-fei-htffl 
aa fand said TL-2 is human 1L- 2. 



28. (Currently amended) The method of claim 27, wherein said variant therea-g- ha g on 

sa^umaiHk-S of human 1L-2 is des-alanvl-1 , serine-125 human intetlculrin-2 , 

20. (Currently Amended) The method of claim 28, wherein said anti-HER2 antibody 
or fragment thereof comprises at least one human constant region. 

30. (Currently Amended) The method of claim 28, wherein said anti-HER2 antibody 
is selected from the group consisting o HD5 and 520C9. or fragment th e r e o f a humanized antf- 
HER2 antibody, a chimeric anti-HER2 antibody, or a human anti-HER2 antibody, and said 
fragment thereof retains the ability of said humanized^himcrjc^ or human anti-HER antibody to 
bind the HER2 receptor protein . 

< 

3 1 . (Currently Amended) The method of claim 3028, wherein said anti~HER2 
antibody is 4 D5 or a humanized, chimeric, or human form thereef bf a murine antibody selected 
from the proup consisting of 4P5 and 52QC9 , 

32. (Currently Amended) The method of claim 16, wherein said therapeutically 
effective dose of said anti-BBR2 antibody or fragment thereof is in the range from about 2.0 
mg/kg to about 9.0 mg/kg and wherein said therapeutically effective dose of saitUL-2 or variant 
thereof is in the range from about 0.6 mlU/m* MlU/m 2 to about 3.0 mlVtet 2 MIU/m 2 . 

33. (Currently Amended) The method of claim 32 3 wherein said therapeutically 
effective dose of salami -HBR2 antibody or fragment thereof is in the range from about 3.0 
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mg/lcg lo about 8.0 mg/kg and wherein said therapeutically effective dose of said TL-2 or variant 
thereof is in the range from about 0.8 mTU/m* MMl£ to about 1 .5 m«J/m a M M^i 2 - 

34. (Currently Amended) The method of claim 33, wherein said therapeutically 
effective dose of smd anli-HER2 antibody or fragment thereof is about 4rO-n*g/m a 4.Q mg/kg and 
wherein said therapeutically effective dose of s&jcLIL-2 or variant thereof is about 1 ,0 mftJ/m 5 
MIU/m 2 , 

35, (Currently Amended) The method orclaim 17, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 2.0 
mg/lcg to about 9.0 mg/kg und wherein said therapeutically effective dose of said TL-2 or variant 
thereof is in the range from about 0.6 mTU/m 2 MTU/m 2 to about 3,0 mTU/m 3 MIU/m 2 . 

36, (Currently Ameuded) The meLhod of claim 35, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 3.0 
mg/kg to about 8.0 mg/kg and wherein said therapeutically effective doae of said 1L-2 or variant 
thereof is in die range from about 0.8 mTU/m 3 MTU/m" to about 1.5 mIU/m 2 MIU/m 2 . 

37. (Currently Amended) The method of claim 36 3 wherein said therapeutically 
effective dose of said anti-BER2 antibody or fragment thereof is about 4.0 mg/m 2 and wherein 
said therapeutically effective dose of saidJL-2 or variant thereof is about 1.0 mKMtt* MIU/m 2 . 

38. (Currently Amended) The method of claim 18, wherein said therapeu tic ally 
effective dose of said_anti-HER2 antibody or fragment thereof is in the range from about 2.0 
mg/kg Lo (about 9.0 mg/kg and wherein said therapeutically effective dose of said It. -2 or variant 
thereof is in the range from about 0,6 mHJW MTU/m 2 to about 3.0 mJU/m a MTU/m 3 . 

39, (Currently Amended) The method of claim 38, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 3.0 

RTA01/2|56933vl 
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nig/kg to about 8.0 ing/kg and wherein said therapeutically effective dose of said 1L-2 or variant 
thereof is in the range from about 0.8 mTU/m a MIU/m z to about 1 .5 fflW/m ! MlU/m 2 . 

40. (Currently Amended) The method of claim 39, wherein said therapeutically 
effective dose of said_anli-HER2 antibody or fragment thereof is about 4 .0 mg/m 3 4.0 mg/kg and 
wherein said therapeutically effective dose of said 1L-2 or variant thereof is about 1.0 mfWm 
M1U/m 2 . 

41 . (Currently Amended) The method of claim 19, further comprising intcrmcdiate- 
dose JL-2 pulsing on days 8-10 of said introductory cycle and on days 1 -3 ofsaid subsequent 
cycle, wherein said pulsing comprises administering in place of said therapeutically effective 
dose of said TL-2 or variant thereof au intermediate dose orft^OTmeeutloal-oof^pefsitiefi 
oompriain jg- said 1L 2 or variant thereof, wherein said intermediate dose ee mprisea isjtbout 12,0 
mTU/m 2 TL 2 or vai 4aafrtkflre&f 

42. (Currently Amended) A method of treating a sub ject for a cancer characterized 
by overexpression of the TTCR2 receptor protein-it>a-&wbjeet, said method comprising concurrent 
therapy with an anti-HER2 antibody or fragment thereof and interleukin-2 (IL-2) or biologically 
active variant thereof, wherein said concurrent therapy comprises daily administration of a 
therapeutically effective dose of said TL-2 or variant thereof on day 1 of an introductory cycle 
through day 20 ofsaid introductory cycle, and a single administration of u therapeutically 
effective dose of said anli-HER2 antibody or fragment thereof on day 7 ofsaid introductory 
cycle ; wherein said variant ofsaid IL-2 has at least 70% sequence identity with said TL-2 as 
calculated usins the ALTGN program with a PAM 1 20 weight residue table, a pap length penalty 
of 12, and a gap penalty of 4. and wherejn said fragpient ofsaid anli-HER2 antibody retain s the 
ability ofsaid anti-HER2 amibodv io bind the HER2 receptor protein . 

43. (Currently Amended) The method of claim 42, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 1.0 

RTAOi/2l565J3vl 
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mg/kg to about 10.0 mg/kg and wherein said therapeutically effective doge of said J L-2 or 
biologically active variant thereof is in the range from about 0,5 mIU/m 3 MIU/m 2 to about 4.0 
mfi^m 2 MIU/m 2 . 

44. (Currently Amended) The method of claim 43, wherein said therapeutically 
effective dose of said anli-HER2 antibody or fragment thereof is in the range from about 2.0 
mg/kg to about 9,0 mg/kg and wherein said therapeutically effective dose or said IL-2 or variant 
thereof is in the range from about 0.6 mlU/m 3 M1U/m 2 to about 3.0 miU/m 3 MTU/rri". 

45. (Currently Amended) The method of claim 44* wherein said therapeutically 
effective dose of said,anti-HfiR2 antibody or fragment thereof is in the range from about 3.0 
mg/kg to about 8.0 mg/kg and wherein said therapeutically effective dose of said IL-2 or variant 
thereof is in the range firom about 0.8 mlLJ/m 3 MTU/m 2 to about 1 .5 miU/m a MTU/ml 

46. (Currently Amended) The method of claim 45, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is about 4 .0 mg/m 2 4.0 mg/kg and 
wherein said therapeutically effective dose of said IL-2 or variant thereof is about 1.0 mlU/m* 
MTU/m 2 - 

47. (Currently Amended) The method of claim 42, further comprising administering 
said therapeutically effective dose of said IL-2 or variant thereof and said therapeutically 
effective dose of said anti-UBR2 antibody or fragment thereof during at least one subsequent 
cycle, wherein said subsequent cycle comprises daily administration ofsaid therapeutically 
effective dose of sakjJL-2 or variant thereof on day I ofsaid subsequent cycle through day 14 of 
said subsequent cycle, and administration ofsaid therapeutically effective dose ofsaid anti- 
HER2 antibody on day 1 ofsaid subsequent cycle. 

4S, (Currently Amended) The method of claim 42 B further comprising intermediate- 
dose TL-2 pulsing on days 8-10 of said introductory cycle, wherein said pulsing comprises 
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administering in place of said therapeutically effective dose of sauLIL-2 or variant thereof an 
intermediate dose of a- phnmiuc e ulioa ^mpeafcte n oonipiiBing said.T^-2 or variant thereof, 
wherein said intermediate dose fiam^fiaes-is^about 12.0 niTU/m 2 MlU/m 2 IL - 2 or vftriant -ihefeof. 

49. (Currently Amended) The metliod of claim 47, further comprising intermediate- 
dose IL-2 pulsing on days 1-3 of said subsequent cycle, wherein said pulsing comprises 
administering in place ofsaid therapeutically effective dose of said IL-2 or variant thereof an 
intermediate dose of a pharma flwti&a^ oompo a ition oom presmff- said IL-2 or variant thereof, 
wherein said intermediate dose compris e sj s about 12.0 m-J-y^n 5 MIU/m 2 IL - 2 or va riant ereaf. 

50. (Currently Amended) The method of claim 47, further comprising intermediate- 
dose 11^2 pulsing on days 8-1 0 of said introductory cycle and on days ] -3 of said subsequent 
cycle, wherein said pulsing comprises administering in place of said therapeutically effective 
dose of said IL-2 or variunt thereof an intermediate dose of a pharmac e utical oomp oskteft 
comprifl i n ft said IL-2 or variant thereof, wherein said intermediate dose oomprises is about 12.0 
m l U/in 3 MIUAn 2 - tL a - o f-v oriant thereof 

51 . (New) The method o f claim 1 2, wherein said cancer is breast cancer. 

52. (New) The method of claim 51, wherein said anti-HER2 antibody is a humanized 
form of a murine antibody selected from the group consisting of 4D5 and 520C9. 

53. (New) The method of claim 52, wherein said IL-2 or variant thereof is 
recombjnantly produced, and wherein said IL-2 is human TL-2. 

54. (New) The method of claim 16, wherein said cancer is breast cancer. 

55. (New) The method of claim 54, wherein said anti-HER2 antibody is a humanized 
form of a murine antibody selected from the group consisting of 4D5 and 520C9. 

lt'f'AOl/21^033v1 
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56. (New) The method of claim 55, wherein said IL-2 or variant thereof is 
recombinantly produced, and wherein said JL-2 is human IL-2. 

57. (New) The method of claim 17, wherein said cancer is breast cancer. 

58. (New) The method orclaim 57, wherein said anti-HER2 antibody is a humanized 
form of a murine antibody selected from the group consisting of 4D5 and 520C9. 

59. (New) The method of claim 58, wherein said IL-2 or variant thereof is 
recombinantly produced, and wherein said IL-2 is human TL-2. 

60. (New) The method of claim 42, wherein said cancer is breast cancer. 

61 . (New) The method of claim 60, wherein said anti-HER2 antibody is a humanized 
form of a murine antibody selected from the group consisting of 4D5 and 520C9. 

62. (New) The method of claim 61 , wlierejn said IL^2 or variant thereof is 
recombinantly produced, and wherein said TL-2 is human IL-2. 
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